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Reply to Office Action of 5 February 2004 

REMARKS 

In the Claims: 

Claims 22-24 are cancelled herein without prejudice or disclaimer. Claim 25 is rewritten 
as an independent claim so that it no longer depends from cancelled claim 22. 
Likewise, the dependency of claim 26 has been amended, such that claim 26 now 
depends from claim 25 rather than from cancelled claim 22. Claim 35 has been 
amended to correct a typographical error. 

Rejections Withdrawn: 

Applicants thank the Examiner for withdrawing the rejection of claims 22-27, 30-31, and 
33-34 under 35 U.S.C. § 1 12, second paragraph; and for withdrawing the rejection of 
claims 22-27 and 32-34 under 35 U.S.C. § 112, first paragraph, for lack of enablement 
due to insufficient information regarding the deposit. 

Request for Continued Examination: 

Claim Rejections under 35 U.S.C. § 101 
Utility: 

The Examiner has maintained his rejection of claims 22-26 under 35 U.S.C. § 101, 
alleging that the claimed invention is not supported by either a substantial asserted 
utility or a well established utility. Specifically, the Examiner does not find Applicants 
arguments, based on the Goddard and Ashkenazi declarations to be persuasive. 
Applicants respectfully disagree and maintain that the Goddard and Ashkenazi 
declarations demonstrate that the claimed invention is supported by both a specific, 
substantial, asserted utility and a well established utility. 

In any event, in maintaining the rejection for lack of utility, the Examiner asserts that in 
the "absence (of) evidence that the polypeptide is expressed at an elevated level one 
would conclude that the claimed invention is not supported by either a substantial 
asserted utility or a well established utility." In addition, the Examiner asserts that there 
is no evidence of record that any nucleic acid other than SEQ ID NO:68 is amplified in 
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colon or lung tumors and as such there would be no specific utility for any nucleic acid 
encoding a polypeptide that is at least 80% identical to SEQ ID NO:69 or any nucleic 
acid other than SEQ ID NO:68 which encodes SEQ ID NO:69. 

Applicants respectfully disagree. First, Applicants have amended the claims to 
encompass only those polypeptides with at least 95% sequence identity to SEQ ID NO: 
69 or with at least 95% sequence identity to a polypeptide encoded by SEQ ID NO:68. 
Second, evidence of overexpression of the polypeptide is not required to demonstrate 
utility of the claimed invention. 

"An applicant need only provide one credible assertion of specific and substantial utility 
for each claimed invention to satisfy the utility requirement." MPEP § 2107. Thus, the 
present invention should not be rejected for lack of utility because one of ordinary skill in 
the art would appreciate that the claimed polypeptides would be useful in creating 
degenerative oligonucleotide probes, which can be used to isolate genomic and cDNA 
nucleotide sequences that are amplified in lung and colon tumors. See Lodish et. a/., 
Molecular Cell Biology (4 th ed.) 2000, Figure 7-19 (Appendix A). 

Specific oligonucleotide probes for the gene encoding PR0357 can by synthesized 
chemically based on a portion of the amino acid sequence disclosed in SEQ ID NO:69. 
For an oligonucleotide to be useful as a probe, it must be long enough for its sequence 
to occur uniquely in the clone of interest and not in any other clones. The skilled artisan 
would appreciate that generally that means the oligonucleotide should contain at least 
20 nucleic acids. In principle, probes of that length may be prepared from a sequence 
as short as 7 amino acids. 

Degenerative oligonucleotide probes may be created by digesting PR0357 with one or 
more proteases into specific peptides. Based on the genetic code, the oligonucleotide 
sequences encoding the determined peptide sequences can be predicted. Due to the 
degeneracy of the genetic code, oligonucleotides containing all possible combinations 
of codons are synthesized to assure that at least one will match the gene perfectly. The 
final step is to radiolabel the oligonucleotides by transferring a 32 P-labeled phosphate 
group from ATP to the 5' end of each oligonucleotide. Screening a cDNA library with a 
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degenerate probe (created by using the polypeptide of PR0357) using membrane- 
hybridization techniques, will identify PR0357 nucleic acid clones that hybridize to the 
perfectly complementary oligonucleotide present in the probe mixture. 

Use of the polypeptide sequence of PR0357 for creating oligonucleotide probes is a 
specific utility. "Specific utility" is defined as: 

[a] utility that is specific to the subject matter claimed. This contrasts with a 
general utility that would be applicable to the broad class of the invention. For 
example, a polynucleotide whose use is disclosed simply as a 'gene probe' or 
'chromosome marker' would not be considered to be specific in the absence of a 
disclosure of a specific DNA target. Similarly, a general statement of diagnostic 
utility, such as diagnosing an unspecified disease, would ordinarily be insufficient 
absent a disclosure of what condition can be diagnosed. 

Revised Interim Utility Guidelines Training Materials, pgs. 5-6 (http://www.uspto.gov/ 
web/offices/pac/util itv/uti lityq u ide. pdf) . Utility of the presently claimed polypeptide for 
generating oligonucleotide probes is specific because such an oligonucleotide probe 
would be useful for identifying and isolating the nucleic acid encoding the claimed 
polypeptide. It is undisputed that the nucleic acid (SEQ ID NO:68) encoding the 
claimed polypeptide is amplified in lung and colon tumors and therefore, has a specific 
diagnostic utility. See pages 1 1 9-1 37 of the specification describing the gene 
amplification experiments. Thus, the presently claimed polypeptide has the specific 
utility of generating a probe capable of identifying and isolating the nucleic acid 
encoding it, where the nucleic acid has a diagnostic utility because it is amplified in lung 
and colon tumors. 

Use of the polypeptide sequence of PR0357 for creating oligonucleotide probes is also 
a substantial utility. "Substantial utility" is defined as: 

a utility that defines a 'real world' use. Utilities that require or constitute carrying 
out further research to identify or reasonably confirm a "real world" context of use 
are not substantial utilities. For example, both a therapeutic method of treating a 
known or newly discovered disease and an assay method for identifying 
compounds that themselves have a "substantial utility" define a "real world" 
context of use. An assay that measures the presence of a material which has a 
stated correlation to a predisposition to the onset of a particular disease condition 
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would also define a "real world" context of use in identifying potential candidates 
for preventive measure or further monitoring. 

Revised Interim Utility Guidelines Training Materials, pg. 6 http://www. uspto.gov/web/ 
offices/pac/utilitv/utilityguide.pdf ). Utility of the presently claimed polypeptide for 
generating oligonucleotide probes is substantial because such an oligonucleotide probe 
would be useful for identifying and isolating the nucleic acid encoding the claimed 
polypeptide. It is undisputed that the nucleic acid (SEQ ID NO:68) encoding the 
claimed polypeptide is amplified in lung and colon tumors and therefore, has a 
substantial diagnostic utility. See pages 119-1 37 of the specification describing the 
gene amplification experiments. Thus, the presently claimed polypeptide has the 
substantial utility of generating a probe capable of identifying and isolating the nucleic 
acid encoding it, where the nucleic acid has a diagnostic utility because it is amplified in 
lung and colon tumors. 

Further, use of the polypeptide sequence of PR0357 for creating oligonucleotide probes 
is a credible utility: 

Where an applicant has specifically asserted that an invention has a particular 
utility, that assertion cannot simply be dismissed by Office personnel as being 
'wrong'. Rather, Office personnel must determine if the assertion of utility is 
credible (i.e., whether the assertion of utility is believable to a person of ordinary 
skill in the art based on the totality of evidence and reasoning provided). An 
assertion is credible unless (A) the logic underlying the assertion is seriously 
flawed, or (B the facts upon which the assertion is based are inconsistent with 
the logic underlying the assertion. Credibility as used in this context refers to the 
reliability of the statement based on the logic and facts that are offered by the 
applicant to support the assertion of utility. A credible utility is assessed from the 
standpoint of whether a person of ordinary skill in the art would accept that the 
recited or disclosed invention is currently available for such use. For example, 
no perpetual motion machines would be considered to be currently available. 
However, nucleic acids could be used as probes, chromosome markers, or 
forensic or diagnostic markers. Therefore the credibility of such an assertion 
would not be questioned, although such a use might fail the specific and 
substantial tests. 

Revised Interim Utility Guidelines Training Materials, pg. 5 ( http://www.uspto.gov/web/ 
offices/pac/utilitv/utilityguide.pdf ). Utility of the presently claimed polypeptide for 
generating oligonucleotide probes is credible because neither the logic underlying this 
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assertion is flawed, nor are the facts inconsistent with this logic. Moreover, the Utility 
Guidelines specifically recognize probes as having a credible utility. 

Finally, use of the polypeptide sequence of PR0357 for creating oligonucleotide probes 
is a well-established utility. A "well established" utility is a: 

specific, substantial, and credible utility which is well known, immediately 
apparent, or implied by the specification's disclosure of the properties of the 
material, alone or taken with the knowledge of one skilled in the art. 

Revised Interim Utility Guidelines Training Materials, pg. 7 ( http://www.usDto.aov/web/ 
offices/pac/utilitv/utilitvquide.pdfl Utility of the presently claimed polypeptide for 
generating oligonucleotide probes is well established because it is implied by the 
specification's disclosure, and would be immediately apparent to one of ordinary skill in 
the art. At page 16, lines 3-5 of the specification, Applicants assert that "oligonucleotide 
probes (are) useful for isolating genomic and cDNA nucleotide sequences or as 
antisense probes." The gene amplification experiment, described at pages 1 19-137 of 
the application, demonstrates the specific diagnostic utility (for lung and colon tumors) 
of the nucleic acid encoding PR0357. At the time the application was filed, it was well 
known to one of ordinary skill in the art to use a polypeptide sequence to generate 
oligonucleotide probes capable of identifying and isolating a nucleic acid sequence of 
interest, such as the nucleic acid sequence encoding PR0357. See Lodish ef. a/., 
Molecular Cell Biology (4 th ed.) 2000, Figure 7-19 and Chapter 7.3 (Appendix A). 

For all the above reasons, Applicants have demonstrated currently pending claims 25- 
26 are supported by an asserted substantial, and specific utility as well as by a well- 
established utility. Therefore, Applicants respectfully request that the Examiner 
withdraw the rejection of claims 25-26 for lack of utility. 

35 U.S.C. § 112 If 1, Enablement-Utility 

The Examiner has rejected claims 22-36 under 35 U.S.C. § 112 1j1, alleging that 
because the claimed invention is not supported by either a specific asserted utility or a 
well established utility, one skilled in the art would not know how to use the claimed 
invention. As discussed in the remarks above, addressing the rejection under 35 U.S.C. 



9 



Appl. No. 09/943,780 

Amdmt. dated 8 April 2004 

Reply to Office Action of 5 February 2004 

§ 101 for lack of utility, Applicants respectfully submit that the claimed polypeptide has 
the specific, substantial, and credible utility of generating degenerative oligonucleotide 
probes, which can be used to isolated the amplified genomic and cDNA nucleotide 
sequences discussed in the gene amplification experiments at pages 1 19-137 of the 
specification. Further, Applicants disclose, at Example 14, pages 106-107, that protein 
sequences were used to search various databases and then used to create a 
consensus DNA sequence that was used as a probe to isolate a clone of the full-length 
coding sequence of PR0357. Moreover, generation of and use of degenerative 
oligonucleotide probes was well known by the time the application was filed. For 
example, Watson et a/., describe using a 32 amino acid sequence from the urate 
oxidase protein to design two degenerate oligonucleotide probes which were then used 
in a PCR reaction that resulted in a unique probe capable of hybridizing to a full length 
cDNA for urate oxidase. See Watson, et a/., Recombinant DNA (2 nd ed.) 1992, Figure 
7-7 (Appendix B). Thus, one of ordinary skill in the art would be enabled to use the 
present invention to generate oligonucleotide probes capable of hybridizing to nucleic 
acid sequences that are amplified in lung and colon tumors. Applicants respectfully 
request the Examiner reconsider and withdraw the rejection of claims 22-36 under 35 
U.S.C. § 1 12 fl1 for their alleged inadequate disclosure on how to use the claimed 
invention. 

Claim rejections under 35 U.S.C. § 112, first paragraph 
Written Description: 

The Examiner has maintained his rejection of Claims 22-26 and 33-34 under 35 U.S.C. 
§ 1 12, first paragraph, contending that they contain subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was filed, had possession 
of the claimed invention. Applicants respectfully disagree. 

Applicants previously argued that the specification conveys to one skilled in the art that 
Applicants had possession of the claimed invention at the time the application was filed 
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because Applicants disclosed several structural and functional features of the claimed 
sequences. The Examiner rejected this argument, stating that disclosure of such 
structural features does not lead to possession of nucleic acids as broadly claimed 
where the specification does not disclose any polypeptides that are 80-99% identical to 
SEQ ID NO:69 or to polypeptides encoded by SEQ ID NO:68. 

Applicants respectfully disagree. Applicants have cancelled claims 22-24 without 
prejudice or disclaimer. Therefore, Applicants' claims are now directed to nucleic acids 
that are 95-99% identical to the polypeptide disclosed in the specification, SEQ ID 
NO:69. Moreover, both Examples 13 and 14 from the revised Interim Written 
Description Guidelines Training Materials, published at 

http://www.uspto.gov/web/menu/written.pdf , state that an adequate description of a 
genus of sequences includes a description of structural features common to the genus. 
As Applicants previously argued, Applicants have disclosed such common structural 
features at page 107, lines 14-20 of the specification, as well as at Figure 26. However, 
Applicants do not rely on their description of common structural features alone. 

Applicants also previously compared the exemplary adequate written description found 
in Example 14 of the Training Materials with the disclosure of the present specification 
and demonstrated that the two descriptions are analogous. Specifically, like the 
disclosure of Example 14, Applicants' specification discloses and reduces to practice a 
polypeptide recited in Claims 25-26 (SEQ ID NO:69), and in addition, Applicants 
describe a nucleic acid sequence encoding PR0357. Like Example 14, the nucleic 
acids of Claims 25-26 do not vary substantially from disclosed SEQ ID NO:68 because 
they have 95-99% sequence identity with SEQ ID NO:69 and share common structural 
features with SEQ ID NO:69. Moreover, Claims 25-26 require the claimed genus of 
polypeptides to all have the functional feature of being encoded by nucleic acids that 
are amplified in lung and colon tumors. 

The Examiner disagrees that Applicants* disclosure is analogous to Example 14 of the 
Training Materials and instead contends that overexpression in lung and colon tumors is 



11 



Appl. No. 09/943,780 

Amdmt. dated 8 April 2004 

Reply to Office Action of 5 February 2004 

only the "function" of SEQ ID NO:68, and argues that the specification does not disclose 
any other polypeptides or how one would find a polypeptide that is 80-99% identical that 
would be encoded by a nucleic acid that is amplified in lung or colon tumors. The 
Examiner further contends that although the specification teaches a method to assay for 
expression, that method requires the use of the nucleic acid of the PRO or use of an 
antibody to the protein of SEQ ID NO:69. Finally, the Examiner argues that the 
specification does not teach how one would or could find any other polypeptide that is 
80-99% identical to SEQ ID NO:69, which is encoded by a nucleic acid that is amplified 
in lung or colon tumors; nor, the Examiner contends, does the specification teach which 
regions or parts of the nucleic acid of SEQ ID NO:68 would be used to find such. 

Applicants respectfully disagree. One of skill in the art, after reading the specification, 
would be able to find a polypeptide that is 95-99% identical to SEQ ID NO:69, and that 
is encoded by a nucleic acid that is amplified in lung or colon tumors. First, the 
specification, at pages 122-124, teaches that PR0357 and the nucleic acid encoding it 
may be isolated from lung and colon cancer tissues. One of skill in the art would 
appreciate that polypeptides and nucleic acids that are 95-99% identical to SEQ ID 
NO:68 or SEQ ID NO:69 might also be isolated from lung and colon cancer tissues. At 
pages 23-29, at Table 1 , and at pages 34-54, the specification teaches one of skill in the 
art how to determine whether a particular sequence is 95-99% identical to a given 
sequence. Finally, as the Examiner notes, the specification, at pages 124-137, teaches 
a method for assaying for gene amplification in lung and colon tumors. Hence, the 
specification does describe how one would find a polypeptide that is 95-99% identical to 
SEQ ID NO:69 and also teaches how to determine whether such a polypeptide is 
encoded by a nucleic acid that is amplified in lung or colon tumors. 

Moreover, even if the Examiner maintains that the present specification and claims are 
not analogous to Example 14 from the Training Materials, the Training Materials still 
support the conclusion that the written description requirement is satisfied for Claims 25 
and 26. Specifically, Claims 25 and 26 are adequately described under the analysis of 
Example 13, which sets forth an exemplary adequate written description for a claim to a 
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genus of isolated proteins having a particular sequence, and which illustrates what is 
lacking in the description for a claim to genus of variants of the proteins having a 
particular sequence. The latter claim in Example 13 of the Training Materials is 
analogous to Claims 25 and 26 of the present application. According to Example 13 of 
the Training Materials, a claim to "[a]n isolated variant of the protein of claim 1 " is not 
adequately described if: (1) the specification and claim do not indicate what 
distinguishing attributes are shared by members of the claimed genus, (2) the 
specification and claim do not place any limit on the number of amino acid substitutions, 
deletions, insertions and/or additions, and (3) the specification and claim fail to disclose 
structural features that could distinguish compounds in the genus from those outside the 
genus. The Examiner's rejection of Claims 25 and 26 is not proper because the present 
specification and claim do indicate distinguishing attributes that are shared by members 
of the claimed genus, for example, being encoded by a nucleic acid that is amplified in 
lung or colon tumors; the present specification and claims do limit the number of 
substitutions, deletions, insertions, and/or additions by requiring all sequences within 
the genus to be 95-99% identical to SEQ ID NO:69; and the present specification at 
page 107 and Figure 26 discloses several structural features common to species falling 
within the claimed genus. Hence, both Examples 13 and 14 of the Training Materials 
indicate that the present disclosure adequately describes the claimed genus. 
Therefore, Applicants respectfully request the Examiner withdraw this ground of 
rejection. 

Enablement: 

The Examiner has also maintained his rejection of Claims 22-36 under 35 U.S.C. § 112, 
first paragraph, as containing subject matter which was not described in the 
specification in such a way as to enable one skilled in the art to make and/or use the 
invention. 

Applicants previously argued that the specification teaches that the nucleic acid 
encoding PR0357 is amplified in lung or colon tumors and that one of ordinary skill in 
the art would be able to make variant sequences, based on the teachings at pages 59- 
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62 of the specification. In response, the Examiner contends that the specification 
teaches only SEQ ID NO:68 as being amplified in lung or colon tumors, and does not 
disclose any other nucleic acid or variant with that function. The Examiner maintains 
that, because the specification does not teach which regions to alter and still obtain 
expression, it would require more than routine experimentation to determine which 
changes to the polypeptide could be made to obtain a functional polypeptide that is 
encoded by a nucleic acid that is amplified in lung and colon tumors. 

Applicants respectfully disagree. In In re Wands, 858 F.2d 731, 737 (Fed. Cir. 1988), 

the Federal Circuit stated: 

The determination of what constitutes undue experimentation in a given case 
requires the application of a standard of reasonableness, having due regard for 
the nature of the invention and the state of the art (citations omitted). The test is 
not merely quantitative, since a considerable amount of experimentation is 
permissible, if it is merely routine, or if the specification provides a reasonable 
amount of guidance with respect to the direction in which the experimentation 
should proceed (emphasis added). 

In order to determine whether any required experimentation is undue, the Federal 
Circuit set forth the following factors for consideration: (1) the nature of the invention; 
(2) the state of the prior art; (3) the relative skill of those in the art; (4) the level of 
predictability in the art; (5) the existence of working examples; (6) the breadth of the 
claims; (7) the amount of direction or guidance by the inventor; and (8) the quantity of 
experimentation needed to make or use the invention. In re Wands, 858 F.2d 731, 737 
(Fed. Cir. 1988). 

Although in the present case some experimentation might be required to practice the full 
scope of the claimed invention, consideration of the above factors demonstrates that 
such experimentation would not be undue. Specifically, the following analysis 
demonstrates that the specification provides a reasonable amount of guidance with 
respect to the direction in which any experimentation should proceed. 

(1) - Nature of the Invention 
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Claimed herein are a well defined class of polypeptides, each having the characteristic 
of being encoded by a nucleic acid that is amplified in lung and colon tumors, and in 
addition, each having at least 95% sequence identity to the nucleic or amino acid 
sequence of PR0357. 

(2) - State of the Prior Art 

The state of the prior art is advanced. Analysis of the prior art as of the effective filing 
date of the present application shows that skilled artisans are able to routinely produce, 
isolate, and analyze nucleic and amino acid sequences. In addition, skilled artisans 
routinely perform various functional assays. 

(3) - Relative Skill of those in the Art 

The relative skill of those in the art is advanced. 

(4) - Level of Predictability in the Art 

The Examiner asserts that the art is unpredictable, alleging that because the 
specification does not teach which regions of the disclosed sequence to alter and still 
obtain expression, it would require more than routine experimentation to determine 
which changes to the polypeptide could be made to obtain a functional polypeptide that 
is encoded by a nucleic acid that is amplified in lung and colon tumors. 

Applicants respectfully disagree. The level of predictability in the art of the claimed 
subject matter is not high. According to MPEP 2164.01(b), "the 'predictability or lack 
thereof in the art refers to the ability of one skilled in the art to extrapolate the disclosed 
or known results to the claimed invention. If one skilled in the art can readily anticipate 
the effect of a change within the subject matter to which the claimed invention pertains, 
then there is predictability in the art." 

Even though Applicants do not specifically state which portions of the disclosed wild 
type sequence might be altered yet still lead to a functional polypeptide that is encoded 
by a nucleic acid that is amplified in lung and colon tumors and that has at least 95% 
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sequence identity to the nucleic or amino acid sequence of PR0357, obtaining such a 
sequence variant is not unpredictable. The specification not only tells one of skill in the 
art how to produce a sequence variant (see page 61 , stating that site-directed 
mutagenesis, cassette mutagenesis or restriction selection mutagenesis might be used 
to produce a nucleic acid sequence variant) but also tells one of skill in the art how to 
anticipate the effect of certain alterations that might be made to the wild type sequence 
when producing a variant sequence. 

For example, site-directed mutagenesis might be used to create a variant sequence by 
replacing the alanine residue at amino acid 73 of Figure 26 with a valine residue. 
Hence, alanine, encoded by "GCA" in the nucleic acid sequence could be altered by 
replacing the cytosine residue with a uracil residue, to read "GUA," such that the nucleic 
acid sequence would then encode valine. One of skill in the art would appreciate that 
replacing an alanine residue with a valine residue would conserve the polypeptide 
structure because each of these amino acids have hydrophobic side chains. Table 6, 
on page 61, and the accompanying text provide more detail regarding why this 
modification to the sequence would conserve the structure and function of the encoded 
polypeptide. 

In addition, Applicants disclose at page 59; lines 24-27 of the specification that 
"[g]uidance in determining which amino acid residues may be inserted, substituted or 
deleted without adversely affecting the desired activity may be found by comparing the 
sequence of the PRO with that of homologous known protein molecules and minimizing 
the number of amino acid sequence changes made in regions of high homology." 
Applicants disclose at pages 6, 7, and 107 that portions of the amino acid sequence of 
the full-length of PR0357 possess significant homology to the acid labile subunit of 
insulin-growth factor. Therefore, one of ordinary skill in the art, reading the disclosure, 
would know to compare the claimed polypeptide sequence with the sequence for the 
acid labile subunit and minimize amino acid changes in regions of high homology 
between the sequences. Thus, based on the teachings of the specification one of skill 
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in the art would be able to predictably anticipate alterations made to the wild type 
sequences of PR0357. 

(5) - Existence of Working Examples 

According to MPEP § 2164.01(b), "as long as the specification discloses at least one 
method for making and using the claimed invention that bears a reasonable correlation 
to the entire scope of the claim, then the enablement requirement of 35 U.S.C. § 1 12 is 
satisfied. In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970)." Applicants 
disclose at least one method for making and using the claimed invention. In particular, 
Applicants disclose a polypeptide having SEQ ID NO:69 and describe in Figure 26 and 
at page 107 numerous characteristics of PR0357. Further, Applicants disclose that 
SEQ ID NO:69 is encoded by a nucleic acid that is amplified in lung or colon tumors. 
Specifically, Example 28, found at pages 119-137 of the specification, describes the 
isolation and characterization of SEQ ID NO:68 (the nucleic acid encoding SEQ ID 
NO:69) from lung and colon tumor tissue samples. In addition, Example 28 describes 
various assays and analyses conducted to determine that SEQ ID NO:68 is amplified in 
lung and colon tumors. According to MPEP §21 64.02(b) "failure to disclose other 
methods by which the claimed invention may be made does not render a claim invalid 
under 35 U.S.C. 112. Spectra-Physics, Inc. v. Coherent, Inc., 827 F.2d 1524, 1533, 3 
USPQ2d 1737, 1743 (Fed. Cir.), cert, denied, 484 U.S. 954 (1987)." 

(6) - Breadth of the Claims 

Claims 25-36 are not overly broad. Instead they are directed to polypeptides that do not 
substantially vary from one another because all claimed polypeptides must have at least 
95% sequence identity with either the nucleic or amino acid of PR0357, and all must be 
encoded by a nucleic acid that is amplified in lung and colon tumors. 

(7) - Amount of Direction or Guidance by the Inventor 

Applicants have provided a significant amount of guidance in the specification. For 
example, the specification describes physical and structural features of the nucleic acid. 
At page 107, the specification discloses various structural features, such as positioning 
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of the single opening reading frame, apparent translation initiation site, and positioning 
of the stop codon. At pages 1 19-124, the specification describes isolating PR0357 
from various human lung and colon tissue samples. In addition, at page 7, the . 
specification discloses that PR0357 polypeptides are proteins with leucine rich repeats 
having homology to the acid labile subunit of insulin-like growth factor. Table 19, on 
page 135, discloses framework markers for the DNA encoding PR0357 and Table 20, 
on page 135 the specification discloses epicenter markers for the DNA encoding 
PR0357 along chromosome 16. Figure 26 also describes where various structures, 
such as signal sequences, transmembrane domains, N-glycosylation sites, tyrosine 
kinase phosphorylation sites, N-myristoylation sites, prokaryotic membrane lipoprotein 
lipid attachment sites, EGF-like domain cysteine pattern signature sites, and leucine 
zipper pattern sites, are encoded. 

One important characteristic of the claimed polypeptides is that they are encoded by 
nucleic acids that are amplified in lung or colon tumors. Page 69 of the specification 
discloses that the polypeptides of the invention "may be recovered from culture medium 
or from host cell lysates." Applicants also disclose at page 69 various methods for 
purifying the polypeptides of the invention. In addition, Applicants disclose that gene 
amplification "may be measured in a sample directly, for example, by conventional 
Southern blotting, Northern blotting to quantitate the transcription of mRNA, dot blotting, 
or in situ hybridization using an appropriately labeled probe, based on the sequences 
provided herein." Example 28, found at pages 119-137 of the specification, shows that 
PR0357-encoding genes are amplified in the genome of lung and colon tumors and cell 
lines. 

Hence, Applicants submit that the specification provides a reasonable amount of 
guidance, and suggests in which direction any necessary experimentation should 
proceed. 

In addition, at pages 23-29 and at Table 1, pages 34-54, the specification teaches one 
of skill in the art how to determine whether a particular sequence is 95-99% identical to 
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a given sequence such as SEQ ID NO:68. Finally, the specification, at pages 124-137, 
teaches a method for assaying a variant sequence for the function of amplification in 
lung and colon tumors. 

(8) - Quantity of Experimentation Needed to Make or Use the Invention 
Hence, although some experimentation might be required to practice the claimed 
invention, the specification provides sufficient guidance to enable one of ordinary skill in 
the art not only to make variants of SEQ ID NOS:68 and 69, but also to select variants 
that are amplified in lung and colon tumors. Applicants again note that even a 
"considerable amount of experimentation is permissible, if it is merely routine or if the 
specification provides a reasonable amount of guidance with respect to the direction in 
which the experimentation should proceed." In re Wands, 858 F.2d 731,737 (Fed. 
Cir.1988). 

Accordingly, Applicants respectfully request that the Examiner withdraw his rejection of 
Claims 25-36 under 35 U.S.C. § 1 12, first paragraph for lack of enablement. 
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Conclusion 



Applicants believe that currently pending Claims 25-36 are patentable. 
Applicants respectfully request the Examiner grant allowance of this application. The 
Examiner is invited to contact the undersigned attorney for Applicants via telephone if 
such communication would expedite the prosecution this application. 

Respectfully submitted, 



BRINKS HOFER GILSON & LIONE 
P.O. BOX 10395 
CHICAGO, ILLINOIS 60610 
(312) 321^200 



C. Noel Kaman 
Registration No. 51,857 
Attorney for Applicant 
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The cover illustration, by Marvin Mattelson, symbolizes some of the elements of this 
book. The DNA double helix is, of course, central to the book, as it is to the cover illus- 
tration. The blocks are double-stranded DNA fragments synthesized by the polymerase 
chain reaction, a technique that has revolutionized the way molecular genetics experi- 
ments are done. The number of fragments doubles repeatedly, going off into the distance 
(see Chapter 6). The coat colors of the mice running down the helix (in the same direc- 
tion but with opposite polarity!), are changing from albino to chimeric, then chimeric to 
agouti. These coat color changes show mice in which genetic engineering has been used 
to knock out a specific gene. The experiment is shown more realistically in Figure 14-9. 
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Degenerate PCR primers based 
on urate oxidase amino acid 



sequence 




DNA fragments 
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c 



FIGURE 7-7 

Cloning the urate oxidase gene using PCR 
and degenerate oligonucleotide primers. The 
sequence of 32 amino acids at the amino- 
terminal end of urate oxidase was determined. 
Amino acids at each end of this sequence 
were used to derive the nucleotide sequences 
for two pools of degenerate oligonucleotide 
primers for PCR. A portion of the sequence 
internal to these primers was used to derive a 
guessmer probe. Single-stranded cDNA, 
synthesized using the total population of 
mRNA from pig liver, was the template for a 
PCR using the degenerate primers. The 
amplified fragments, which included both the 
desired sequence and undesired sequences, 
were cloned, and positive clones were identi- 
fied by hybridization with the guessmer. 
When these clones were sequenced, they were 
found to contain inserts with sequences at 
each end corresponding to the primers, sepa- 
rated by over 60 bp of DNA containing the 
authentic urate oxidase sequence. These in- 
serts were used as hybridization probes at 
high stringency to screen a cDNA library, and 
a full-length 2.2-kb urate oxidase cDNA clone 
was identified. 
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